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[W*9i l ] 
Hbi] 




Mb 2] 




R 2 l±y7/iif:(±^-CONHR a 4 (^"K R a 4 li^sStKTs Ci - 6 T)V*fl> 
Cs - s V^DTA'^i, Ci - e 7^3 + ySitliC3 - s v^nr;i/rr^v 

& ; 

R 4 (JTkfEJilT-, ^^l^, xf;H, n -7°ni;;H, y^Dyntf^i, 2 -f 7V 

— JfcsSl*, R 1 ^>f-;P^T*ab^«*^ HH«Oc-Kit*^---tf|?E«^Jo 

— &5£ltK R 4 xf tii-> ^ d 7*d t';H-Ci^i*i 1 1 1 1± 2 

ie*cOc-Ki t *± - -t*IS#^Jo 

-^1+, R 3 **tK3R^^ SBRKT-ifcti? y5R^-C*«6IS*^ 1 - 3 v>-f*L*> 1 
® K iem O c-K i t * i- - -t? M 3W o 

— flbfcl'K R 2 ^S-CONHR a 4 (jS*, R a 4 {±7K*M^-i^:(±^ h^yl^I 
Bfc-T&o ) X"mZti&&-e&2>, SSjJfcg 1 - 4 v^-ftt^ 1 ^ K|E«Oc-Kit M 

[fffM6] 

(1) 4- (3-^nn — 4- (y n^n t?;V7 < y *;v#x;v) 7U7iMy) 
— 7 -> h + y- 6 - *y U > # # +f- 5 K\ 
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(2) 4- (3-^nn— 4- (xf;i/7 5y*;i/**-;v) 7?/7x/^y) — 7-7 

(3) N 6 -> h*~>— 4 - (3 nn— 4 - ( ( (y^n7nt>7?/) 

(4 ) N 6 -7 - (3 - ^ n n— 4 - ( ( (if^7 5 7) 7 5 

7) 7xMy) — 7 -7 h * v— 6 -^7 'J n/sK*^ 5 VfrbMlftlZ^i* tlfr 1 
O^L^-e*^. fjf** 1 ^ 5 v^-ftt^ 1 ^K|S*ctf>c-Kit*-J---t:M#Jo 

Btsjfcgl ~ 6 v»r*LJ&» 1 «t-ffi«Oc-Kit^^— IfEWJ^^raiS^fc-rs, c-Kit*-*— 
-tf £ aHHIHai- * . * £ t± ^PISc-Ki t * -J- - -t" * Mt * * £ * Jft*#J o 

BEiMflai4sm«> gist, Qmm, ?im. mmm, n 

[fif*^9] 

c-Kit*^-- if*a*ii&a-r4, **v»ttie#isc-Kit*:j----if£s&s-rs***, 

[tt^l 0] 

l ] 
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[0 0 0 1 ] 
[0 0 0 2] 

tt^if u v > + ^---tfo— o-c*sc-Kit*^ -c-tLtc*t-r*#MWi u # 

> K"C**SCF(Stem cell factor) i t iz£ »9 , *rti&£<D 2 §Sc 

§ * - -frStt^fttt-ft $ *U Ofe*«BJfert H^ft-r * tt* <Oc-Ki t * ^ - *£<r>mRtf 

[0 0 0 3 ] 

(1) .fttt#fH4SJfll^ (acute myelogenous leukemia, AML) :#< <7> (60-80%) fttt#ft 
ft Jfo.#l C0B#-Cc-K i t * ± - -tf (D htl, «€■ ft lb CD B# S * © O M M # ? SCF#J 
WL-CfeMZtitZo HK. 13/180!<£>&.#Ki3V>-t\ SCFfUiScAt fCc-Kit OfSteft 
^•btL, i *l tic-Kit* -If Hfl&tt-ft^*^ ZX t#£?>tL7t (# 
#fr£l&4~-8) o 

(2) .mffifflJ&&&!Hffi (mast cell leukemia) : mmfflMfc£M&5£Mi-2>mmfflifo&& 

fam<omMmz&^xc-Kit*j--^<Dfemt&M<Dft&$m&ztix^2> (&&mjcwt 

9) o 

[0 0 0 4 ] 

(3) . 'bfflffoBffi (small cell lung care inom, SCLC) : SCLCcD70%J^±O*BIJ&^fc-Cc-Kit3 : - 
:^-•tf <£>^S&3^JiL «b ft£ 0 — ^/hjfflflaW^K (Non-small cell lung carcinoma) <D 
m^MX it c-K i t * -T - -tf ff>ftMM it ')? & v its m. W T "C h o 0 i ^ /-MB fl&0«5 O 
iWJftflc-Ctt'J K-C£>£SCF<>3&SL-r*5 1), h ^ 5 -Y > "CJija^jl $ tiX 
^bI1±7& ? ^K&£*l£ (^ir^Zift 1 0, 1 1) o 

(4) . GIST (gastrointestinal stromal tumors) : GIST(ic-Kit^^---b* £3£^, LtV^i 

fttv^ (^ifflr^mi 2, 1 3) o 
[0 0 0 5] 

(5) .^%M^ (testicular cancer) : ^AlMfHi. m J&lm^g. t #x. h ti& carcinoma in 
situ (CIS) ffMft LX semi noma t non-semi noma t IPHfift & JMBC & -i> 0 C-Kit + f- — -tf 
«\ CIStseminomaK£tt&£5#&5irt ? f& J g-£ft'C^£ (^WsfJfcSU 4) 0 MKiS^ sem 
inomaHiJV^TvSft-fb^^^- Lfcc-Kit^r^-4fW|&^*^$*LTV^ (*#IKtlR 
1 5) o 

(6) .0P£Mfi (ovarian cancer) : JEHtZOffl%:±feXltSCF&5&$l LT^& WCc-Kit*-*- 

- **<n%m.ifi& btib^tf, m ivmm x <om x a c-ki t * +■ - -t* a t vscfv mjf 
t^mz. s ^astt-ft l fc#**T?(±56»w C -Ki t * - -tf oi&ja^aT-r *<t***^ $ tt 

TV^o ^CO^^J:^, c-Kit^ri---tf^Pm^<?)^^S^^ ; ?xi!l^^:^ LTV^C t 

3&«*lft$ilfc (IPt^f 1 6) o 

[0 0 0 6] 

(7) .?U§ (breast cancer) I ?L^(±^HcOIE#a^Hlt^c-Kit^^---fe*cO|&^fi:T1- 
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(8) .mmm (brain cancer) : flaM0O4«T^ i>m^<DM^^^Wf& (glioblastoma 

mi 9) o 

[0 0 0 7] 

(9) m^mmm (neuroblastoma) : ?-tt(:Mt^ii Ltt^^ttlf iHI^i 
MW&XTf®.l&M^Zt5\,*X, SCF<hc-Kit^^--tf ^ifc^|§?aL-CV^^iJ^# < „ truc-Ki 

mtf&mztix^&mtim&ztix^z (^#iftt2 o) 0 

(10) .^:H« (colorectal cancer) I c-Kit ^ - -tf i: -to 0 V"C& ^SCFti^JM^i. 
ft K is tt -2. *5&3£rt s Ji. <b <D izft L jEUTttKillUfcT? llMf^M^I b ft ta o t„ $ 
fc^:»*iWW&3|*ttSCm>l*m: *>*BJB*MEiltS*tfco (^#M2 1) o 

[0 0 0 8] 

4 , scFf y m iz x %> c-k i t * -r - -tf <z> fett-ft^JESiiffl n& <*> m at 5Ht K&m. x&zm & 

i^J^tt^ (*#lrJ:i2 2, 2 3) o t£oT, c-Kit*^--tf 0$$l£f£14l"fcfi> 

(DJilM (Mastcytosis) : !ES8*fflJI&<7>ifljHi#5gK X o T#^#lt «b 
JS<D*i»0«*-C**o (*#frit2 4, 2 5) o »*iMlfe^ft#-Ctix De-Kit*-^ 
-•tfOiMIS&S (#^12 6) , 2)pIv#S}SCF»Oii^P (*!Slrtt2 7) . 3) c-Kit 
--eoflHSftSS* (#M#It3C$t 2 8 , 2 9) £ifj&*IR^$*lT:t5*K ^^fb^c-Kit 

[0 0 0 9] 

(2).TWi/*~-. IQJ. : flEiilltTOli^i, 7 1^^-, nhM.ttt^mzio^X 

mm%mm'e$>2> (##^130, 31) 0 i©*»±*ttJMfe^ri/n'^ r -n#-5^ 

MiiaflafcffK^OftSrijE^^-frSfcv^fR^ibfe^lftSitS (##irtl3 2, 3 3) 
o SCFWafc^dc-Kit^f^— lfO»tt-fkt±. »*Mllllfe05Mfc, 

tf"e&<, mast cell^^O#^oa?-(Oi|3g^^iiL, £ tt t> Ol?;5«^O^t> 
o taEo-Cc-Kit + ^-^fOia^^ «t fjWJi., 7P^^-4fOlfi:ii^r, vSt^LL/t 
[0010] 

m_h^^^a«9. c-Kit4r^--tf{i^o^<7)^oi&^^^^b^> jEstaBflawafN** 

[0011] 

[^Nffr^tftU ] KolibabaK. S. et al., B.B.A. 1333, F217-F248, 1997 
[^MffttiSfc 2 ] Sheijen B. et al., Oncogene 21, 3314-3333, 2002 
[##H\fcS£3l Blume- Jensen P. et al., EMB0 J. 10, 4121-4128, 1991 
[^Mffr^lSU ] Lev S. et al., EMB0 J., 10, 647-654, 1991 
5 ] Wang C. et al. Leukemia 3, 699-702, 1989 
UMfl^iifc 6 ] Kanakura Y. et al. Leuk. Lymph. 10, 35-41, 1993 
[^#fr^C^7] Ikeda H. et al. Blood, 78, 2962- 2968, 1991 
[^Nffr^tfiK 8 ] Ikeda H. et al. Exp. Hematol. 21, 1686-1694, 1993 
IW&WfJCffl. 9 ] Furitsu T. et al., J. Clin. Invest., 92, 1736-1744, 1993 
Ift&ftJCWil 0] Hibi K. et al., Oncogene, 6, 2291-2296, 1991 
[##Hr;fcii£ 1 1] Sekido Y. et al., Cacer Res., 51, 2416-2419, 1991 
[#M#fr;£iiU 2] Lasota J. et al., Am. J. Pathol., 157, 1091-1095, 2000 
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iimwtjcffi. 1 3 
ifmvtJtt 1 4 
mmtxffi. 1 5 
1 6 

immxm. 1 7 
[##fp^tm 1 s 

79, 1995 

mm^m. 1 9 
[mmi:M2 0 

[*1f^t2 1 

[mnttm 2 2 

W&ftXM. 2 3 

995 

iimwfXM 2 4 

[iti^M 2 5 

[##lt^tm 2 6 

Ii#ra2 7 

2 8 

[##Ht3tm 2 9 

mmttM 3 0 

[i#M3 1 

mftWfxm3 2 
immxm 3 3 
immuM 3 4 
97 

[#M#ft3:m3 5 

immicm 3 6 

8 

[mmum 3 7 

[^#I«t« 3 8 
[^#^13 9 

[0012] 

*f§^<7>l£llf±. c-Kit*i--^m^ft&*m?mfz%1t&V!]Z&&L, c-Kit*^--tr 
[00131 

n^ZtlX^Z (WO 01/45689) o £tz, +t/'J ^#t&^*i-^>^%Oc-Kit^r 
^--lf|fl#^ffl7& s ^$tL (WO 01/47890) , mm<Dit^m (KRN633) &c-Kit^±--tflfi 

*°v>> Afi^^^p275-277, 2P-320, 2002) o 

^KCfEmo-fb^^VEGF^r^^^kinase'/Sti^PPfiJ VEGF, FGF2, HGFfU^C 

Kx^^&mm^^^m^-r^^ t^m^Ltz (wo 02/32372) 0 fit, ^ncie 

ftcO-fb^-^VEGF kinase?>^&<b1\ c-Kit*f---tf K*t L 3£ pil^ffi Z^ir2>mZM> 
[0014] 
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i . —is&tu 

[0 0 15] 

mi] 




R 1 (±y 

[0016] 
[ft 2] 



2-^ h^v-x^^ifctizUI 



a3 






(ID 



; R a 1 itfrmm^ 7 ymW^itzlt^m^mMir^ ; R a 2 tt, l-fc?n>;v-;i/ 
1 - fcf^O 4-^e;V7*'J-iH, y'^f ;V7§ /IJ fc(±y'xf;V7^ 

R 2 (Jy7yitf:liS-CONHR a 4 (;£fK R a 4 tiTfc^T, Ci-e T)\<*)\, 
Cs - s y^nji^/H, Ci - e 7;^*ySJ fcfiC 3 - s y^D7;^^y 

z> ; 

R 4 te&mW^, t^-^m, x-J-frm. n-yoif;H, v^n^ntf;!^ 2 - f 7 V* 

tzit^ttb (nmm * mnf&ft t-r& c-ki t * ^ - -tria##j 0 

2. -^i*^ r 1 75M^;i/^-e^^, 1 iemoc-Kit^^--ifia*^jo 

3. — fi£5U4"> R 4 #y^;l^ tziti'? n-7°n tf;i/^t?&& 1 £ ^(±2|B 
«c c£> c-K i t * - -tr Ifi o 

4. -fi£5U<K R 3 ^TkH/iiiK SMi 1 ^ tzlty v mW^X* 3b Z, 1 - 3 v>-f*L^ 1 ^ 
K ffi« <Dc-K i t * - -tf IM#J o 

5. + > R 2 j5 ? S-CONHR a 4 R a 4 f±7k«.T- i £ f± ^ ^yl 

^^i*i-^>o ) -e^$tt&*-c&£, 1 ~ 4 v^-rtL^ 1 ^jiie«oc-Kit^^---tria^j 

o 

(1) 4- (3-^ on — 4- (v? n -/a }£)VT < J 1i )V j-Z =. )V) 7^7x/ + y) 
— 7 -> h * 6 - + /'J > # ;i- +>- 5 K, 

(2) 4- (3-^nn — 4- (xf ^7^*^-^) 7^7x;^y) — 7->- 
h * V— 6 >*;U>K^r-9- 5 h\ 

( 3 ) N 6 h+y-4 - (3 n n— 4 - ( ( (y^n^n kf 5 j ) 

7^7) 7 x y ^ ■> ) - 7 - ^ K y - 6 - ^ / r/ * ^ *" ^ * H'iJ i If 
( 4 ) N6-> h 4r v— 4 - ( 3 a n— 4 - ( ( (xf;i'7 5 y ) # /Wj|?.=i/I/) 7 5 
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y) y^y^v) — 7-y ^y-6-^yjy*^m^ Ffrt>Mi£ti& v»1* ft^ 1 

<Dik&WX~&2>, 1 - 5 v^-fti^ 1 ^H|S«<7)c-Kit^^---trlfl#^Jo 

7. i - 6 v^-t^l^ i ^tctem<7)c-Kit^^--ffia^j^^^:53-t-r^, c-Kit*^--tf 

mmmm^skm. gist. mmm 

io. m Ltzmmm.tfc-Kit*i---e*m%mm.'tz>. &&w±^si<}c-Kit 

[0 0 17] 

3fi V*c-Ki 1 4r - -tf * ^1-<b^-%^ tB $ tL, c-Ki t * ^ - -fe* O^tt^t^ H t 

/Co 

[0018] 
[0 0 19] 

^sbw^k^t rci - e Tfr^jvm tit, i)ti»i-6otiH<ii*fta 

nE'jVi, n - 7^f i -y^V*. sec-^f-^^. t -y*^-;l^ n -s<y-f~ 

i — s e c t — ^✓'■f-^ak ^ ;t ^ > 1 — y 

■^y^l^, 2-^f;V7f;Vi, 1, 1, 2-y7f 

ntf;i/^ n-^ + v^^ i - A^y^i, l - y y-?-;i/^ 2-y^;i^>-f- 

3 -y l, l-yVfJv7f;H, 1, 2-yyf;v7f*i, 

2, 2-y>f^7f;H, 1, 3-yyf^7*f^i, 2, 3-y>f^7f^i, 3 
, 3 - vy l -jc-^vy^i^ 2 -^)V7^-)V^ l , 1 , 2 - h V 

**f-f\s-?u\£fr&^ l, 2, 2 - h 'J y fA'/n kf;!^ 1 -.x^i/- l - y f jv/o tf 
;i/3g % l -jc^;i/-2 - y ^;^n W^tf <b *u $fiL<(±. y^-;u*. i-f- 

ji^, n-^ntfjH, i -yntijH, n -7fM, i — y'^v^ sec-y'-f-^ 
t— y-f-JVliK n— i — *<>■?• fi/^ s e c —^y ^- )^&, t—^y-f- 

*7frso?-)V&, l -y ^;i/y^;i/*, 2 - \, i -yyf;i/7° 

nt?;i^ l, 2-yyf ^T^nt:^ n-^*v;i^ i -A^yjV^i)*), X <9 
$f£L<li. yiP;i/^ .x-^/i^ n - "/n tf;l/^ i-y°ntf;i/^, n-y*-f-;i^. i 
-7f ^S, sec-y-^^*, t-y^-^*. n-^>^;i^ i-^^-^^^, se 

c-^y^-frM, t — ^>"f-;Hfe, i-^f^7f;H, 2-y^^y* 

1, l-y^f^yne^i, l, 2-y>f^7*nt°;vi > $^tc0^L<t4 
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>f;l^i, n - -7°n tf;l/^ N i— :/nfcf;H£, n-y^)V&, \-y'^-JV^, 

sec-^fiH, t -^;W^T'*> "9 , ioi^lifl L<li^f ^ jc-f-;!/^ n - 
-/Dk:;!^, i - y°u \£)i<^X~&Z>o 
[0 0 2 0] 

*l^*ffl»tH3j3^T TCs - $ y^D7)^JHJ ^(±, ^^1^3 - 8 (nVkfttOT )V * 
fr&ZM&L, Mci^^\iZitm^i£, y^n^Dt>i, y^nyf;H, v^n^>^;i/ 

10 0 2 1 J 

^TO^M^t TCi - e T^n^yiJ tii. m^T-^Hufe TC i - 6 T 

i - -fu v^, n-7*R ~>3£. i sec-^h^ v*. 

t-"7*h3rv^ n -^^^-^^-^ i — s e c-^^fA-^^ 

->^> t W + vi, ^jr^y^JVjr* yg, 1 ^^"7" h ^ 5/^, 2 - > f- 

^/h+yi, 1, 1 - f-;l/7°n^°^r 1, 2-y'^f Jl/yof + yi, n 

^yjl/t + yl, i -^+->;i/^-^v^, 1 -> > f- ;i/ * * 2-^-f-^^O 

fj^^y^ 3-^f^yfj^^yl, 1, 1 - y>f ;i/7*h^yi, 1, 2-v 
^fi^f^y^ 2, 2-y>fJ^h^yi> 1, 3-y>f ^^h^fyl, 2, 3 
-y'^f J^h^yl, 3, 1 -J^f-)Vzf h * 

;^h*yl, 1, 1, 2 - h 'J ^ -^^^n* 0 ^ 1, 2, 2 — h V fjVT'n *° ^ 

yS> l-xf^-i-^fji/y'n-f^yl, l -jc^-;i-- 2 ;V o *° 3f 
T^tffbfi, Iff L<li^ F + yi, xK'/S, n-7°n7jf*v^ 
^ n-y'h^-iy^, i --/f^yl^ sec-^h^v^, t-7*KyI, n-^^-f- 

i s e c -^yf;i/t*yi> t -^>f;^^yi 

„ ^^-^>f-;u^- + '>^. l-^fivy^-zi, 2-^f^7*h^yl, 1, 

y n 4r v*. l, 2-y^fJl'7'D* , *yI, n --n* v;i/* * i-^+y 

n#*y3fe % n-^b^rv^ i-7*b^yl, sec-rh+v^, t-7'F + y£, 
n-^yf^i + yi, i-^yfJl/tJfyS, s e c JV* * t 
^jf + vi^ ^t^>fH*yS, l-^f;i/7*h+yl, 2-^f ^/h+yl, 1 
, l-y^fJVT'o^tyS, 1, 2-^f^7*n^yi, $ <b jzjfi L < ti> h * 

J-h*'>^ n-7*n^yl, i -^n.fJpy^, n -7* f^yl, 
y|, sec-7F*yi, t-7*F + -/i, iotiffiK.li^ h^yl, xh^y 
n-yn*°^rv^, i -y'n.f^ySti^o 
[0 0 2 2 ] 

^mmW^iZiS^X TCs - s y^n7)^ + y|J Hi. Rft3-8«07^ 
n^yi^ML, ^##ncf±#!l£li\ v^n7°*°^v^ v^n^h^v^, v^n^? 

[0 0 2 3] 

#$&9§KM1-&5£ (I) lEm^-fb^fi^ W0 02/32872 KKtt Oy^ffiKJ: oTllt-S 
[0 0 2 4] 

7 5 >£> N — > ? % < yx^7-jV7?yfi, h'Jx^;-^7r/S, 

mtiE#2 004-3035666 



&m 2003-302803 
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7/ 



h>;y (hKD + -»f;i/7 5/ ) > ^ 7x^f ^^>yjU7< >I^^75 > 

<t)#M ; T^^->4I, 'jy>S, -fe0>t&. ^'JvvS> ta'*? *?>Wa.. 7^9 

5 f o r $ y softiiii w & - <h 7& ? -e § & 0 

[0 0 2 5] 

'S o 

[0 0 2 6] 

-^L^^Hb^(i®#fflv^tL^M^j, m&m, mnm, m&m, mmm^*?. 

^y;W=r-;K '^-^y^a if) > y'Jn^i, y^ay^ #Mv£tt#J (*° 

*° 0 yxf 1^ y jjf 'J * * v tf p y y n 7 ? a # 'J ta if) , Tk^tti^T- ( ^ 
KD + yxf;H:;i/D-7, ^n^'J^f, # /I'sK* y If — 0 -7-. #1) x.*f~w 
*°';tf— ;nfn0 K>, y -r ;Hr;i/0 -y. * if) N y;i/3-;i/ (j^y-;u 
% y -fusty -n/fz if) , #i7;V3-^ (^'J-tO^, 7nt'I/y^'J ->7 
n kfyy^O y;nff-;^j;f) , $g (^1/3-7, yaSiif) „ ( 

ftETK'T'fBS, 7^i7JK-7Av^^y7A, X >f B.T 5 - A & if ) „ Hfj&Tltfc 

■wmfhtiZo p HW«£>fcAKW:4te«HI (ttfl*. 0A,m&if) , tt«BIOTA/*';^JR 

, *o.ygL %im%ti . mmm.<DTfr* v&mis. (7x>ith'j7A, b v 7 

A&if) „ (7^iV, x^7-;l/7 5 y&if) ft^jfl^Sifc^iio 

IllJfc®!] 

[0 0 2 7] 

c-Kit*i--^Z3£MLX^&'bmJ&Ji$ffiffilBWti526 (ATCC J:l9SiA^ CRL-5811) Oif 

ft-^ 1 : 4 - (3-7nu- 4- (y^n7nt>7 5y*W;;i/) 7^7x7 + 
y ) — 7 - > !- * y— 6 - * y 0 > * ;I/jK+* 5 K 

1t&%3 2 : 4- (3-7nn-4 - (xf;V7 5 7 7);V>fx;i.) 7^7x;+y) —7 
- y h * y— 6- + yj>*JV 5 K 

<b^^ 3 : N 6 - y h^y-4 - (3 - ^ n n — 4 - ( ( (y^ oyn kf^y 57) * ;v 
jjf— ;w) 757) 7x7^y) — 7 - y y— 6 - + 7 0 > iJ )V^^^r < Y 
VC%%4 : N 6 — 7 h+y— 4 - (3 -yno-4 - ( ( (xf;v7 5 y) 77;i/^-;i/) 
75/) 7x7+y) — 7 - y y— 6 - * J 0 > 77 ;i^^dr^ 5 F 
[0 0 2 8] 
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8/ 





\t^m 3 4 

[0 0 2 9] 

it&Vd 1 tiWO 02/32872O ^M^iJ368^|S« (7)^ ^^ot^it L£ 0 ^%2{iW0 02/3 
2872<7)^^j583tCfS%<7)^-ft^^oT^5t L/Co lfc^#3f±W0 02/32872<7)^iS^!l417lCfE 
I^MClotllLfCo <b^"%4(±W0 02/32872O^Mf0702tCfS|ic<7)^-ftH^oTM 

[0 0 3 0] 

H526(i, 10% FCS (Cell Culture Technologies}! <£ ^ ^A) ^-atrRPMI1640if* (BtK 

mmw^nm) t?5% co 2 >f > * ^- * - ( 3 7 °o l h526*mi& * 

PBS -C3@ifei£U 0.1% BSA (Sigma ttM) 5r#trRPMI1640^% (WT, BSA-RPMI1640) 
tl.O x 10 5 cells/mlCgiSLx - <£>iifflJfe!S?l?££50,« \^-o%&96? j. ^ U - h K» 
iLt, 5% C0 2 -T>^r^^-^- (3 7°C) -C— Bfe^*L^o — Bfe^*#:. 200 ng/ml SC 
F (R & D ttf8) £^frBSA-RPMI1640 50// K Rtf^U L tzW^i% £#trBSA-RPMI1640 
100 a< l^r^PLfCo 

ftlft»K«SinHI*&H i <9 7 BSC, Cell Counting Kit-8 (|WJC<b«^F^M) 20// 1 £ 
2JD;L> 5% C0 2 ^ >*^s<-?- (3 7°C) -C^2B#F^Jt^L^o %k&Mi, rl^K 450 n 
m. fl-JH&K 660 nm j. ;K7>!J£jfcJg£ 7° MJ-?~- MTP-32 (anti^lil) 

*fl?v»TS05£Lfco ^-^^^^MJK^SCF^^UDL-Cv^v^i^O^TtJg-C^I^, 

jt£*#>. z<Dit<Dmfrbmmmm*5o niz&E&tei&mfinmBt (ic S o) * 

[0 0 3 1 ] 

S*LS8llll&igJit£*PS!IU c-Kit*^-*ll«St££*LTv>£ £#£ib*L£o ifc, # 
tlttf3 9 K|E«<7Mt^KRN633<7>IC50te301 nMT\ -fb^ 1 . Vck%&2, it&W 3 R 

[0 0 3 2] 
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IC50 (nM) 


f^-fe 1 


9.36 


{£&m 2 


12.8 


ik&® 3 


214 




56.3 



[0 0 3 3] 

H526(±, 10% FCS^^tfRPMI1640^^-C5% C0 2 jx^- ^ - (3 7t) ^SLfc 
o H5263ffljfc£PBS -C3@gfeiP-U BSA-RPMI 1640^5. OX 10 5 eel ls/ml C&ft U CI 

OifflJMiSifcSrl mlo*o24? x^yi/- h KflHl LT, 5% CO2 -Y > * a * - (3 7 V 
) T«6^F^^«L^ 0 6P*IS]*&*&, #^L«^®£^tfBSA-RPMI1640 1 mlfcv&flP 
L5% C02-T (3 7°C) -eiP#H|igF*Lrt:&, lO^g/ml SCF (R & D 

10/* l£SslM]LT\ 5% C0 2 -f a."*-*- (37t) -CMJC 5^K^*L/c 0 5 53*^ 
PBS-e^fe^-L. SDS 4t>-7)Vu-7*4 >?^y y r-100/i l£^#PLTcell lysate 

■9-^^*P*L, 941C • 10»HIft4B ! a*:ffofc^-20 , Ct?*|g«#Lfco 

cell lysate-9->-7°;W20 /W 1 £4-20% gradient polyacrylamide gel -ffc^fe 
^onflsSl&ttft) -eS^^kt&Srfi 1 o£ 0 PVDF membrane (Amersham pharmacia bi 

otechttfQ C3H^Tf7>^77-L, h?'/77r-Lfc^>^l/>*> 1 #:ifrffc 
t LT phospho-c-k i t (Tyr719) antibody (Cell Signal ingttM) , 2M#tLt ant 
i-rabbit IgG, HRP-1 inked ant i body (Cell Signal ing 1±M) S:fKU/7C7 h £ 
ft 0^0 > y? \s y * fltWik. Super Signal (PIERCE tt»D TSfrfe 

fO^, HI 1 H^-Til 19 , SCF^#ftTT-fic-Kit^r^--fe'(i i ; >^t$^i-f (-#£ 

, scFo#£Ttr^& c -Kit*^-wv >$Hbti> ib^ 1 o^ftpt- £ oift 

[0 0 3 4 ] 

[Mtfc®l3] *- F-^^^H^ L^H562ffi0l#^lC*t1-<Mb^ 1 <D§m 
H526f±. 10% FCS^-a t>RPMI1640i£ 1&X'S% CO2 — ^ - (3 7°C) "CJ&^L/w 
o *£*MIIIJR^ PBS-e2[aI$:ffi-U PBS"C5.0X10 7 eel ls/mUC^ L£ 0 -OlfflJfeM^ 
6i§i$<7)il$ Balb/c nu/nu mice (^ \ - frX 'J «t *)f»X) O^fl&J&gtTBBKO. 

$&U 1 B 20, 14 B^gPK4HTof;„ l£^Sl±0.1 ml/10 g#SO&#iK 
[0 0 3 5] 

[^MJ4] ^ - K'v>^^#filL/cH562®01i5i<7)c-Kit , J ^^-fb^^-T^-fb^ 1 O 

¥M 

5.0X10 7 cells/ml<^g^p^L£H526<^J&^?§^l ml£. 6 11^ OiBt Balb/c nu 
/nu mice (^ ^ - ;i/X 'j /s— ft J; 19 fj|A) 0£M&T2GK#*£ L£f£. JM#fJtrt ? 300 
-1000 mm 3 tc&o£B#.£-c\ tf - >7 jv =1 v h n - )VU (mm^m 

^tT^^ffOS-^ftofco L£ffi0£eell lysate buffer (50 mM HEPES (pH7 
.4), 150 mM NaCl, 10% gycerol, 1% Triton X-100, 1.5 mM MgCh, 1 mM EDTA, 100 mM 
NaF, 1 mM PMSF, 10^/g/ml aprotinin, 50//g.ml leupeptin, 1 fx g/ml peptatin A, 1 mM 
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Na3V04 , 25 mM /? -glycerophosphate, phophatase inhibitor cocktail II) HAtLT^ 
€vt^L/;„ at'kLfc&fc^Jfrfc^y^jgiU 3XSDS ^ > T^n - T-i > 
■>7 7- *tJ)DLtcell lysate-^^^^^^o^o ^^>\k. cell lysate-9" > -f^^WC 

-?-<7>^ * y;*?-mt LT30^gffi^Ocell lysate-f > 7°^ £4-20% gradient polyacr 
yl amide gel (B— It^M wW^ttM) ^m^IA ^fi 1 o fc c PVDF membrane ( 

Amersham pharmacia biotech 1±jR) K 3 B^WC h 9 >A 7 r - t tz a x ) >^tc-Kit £^ 
fit* &fc£>Kphospho-c-kit (Tyr719) antibody (Cell Signal ing ttS8) c-Kit&O* 
/?T^f->£^fii-&7t#K^c-Kit#vft (Cell Signaling^) ~Bl iFtfL (JT^f^ (Sig 
matttO £ 1 ^vffc-h LTfflv\ anti-rabbit IgG, HRP-linked antibody (Cell Signali 
ng a») HWtLtffl^T^Ayyn^h^ffo^o ^ >7>>^ft^ll Super 
Signal (PIERCE ttfO "Cl&fe^-frfeo 

fOgf, H 3 t:/TtJ:? ik&m l (±30, 100 n«/kgfi:#-C«*j|ft«ltii5»t& } ) > 
Mikc-Kit<DMi:-M. / P2*ttz&, c-Kit^C//? T^f->Oi(±^b$-^^^o^o i^ui: 
^f>, jb^t" 1 (±c-Kit<7)in vivo "CO"; >M1l£WP\-f Z> i £ ^ $ ftfco 1 li. 

in vivotcisv^r ^c-Kit + ^--if<7)f&1±£PPflJL> t/tM^Mtt?:^ LT w& d <b j&«i"MB$ 

[^H±OfUfflpIf^4] 
[0 0 3 6] 

— ^ItC|emo<L^^v^c-Kit^f^--{fia#iS14£^t> in vitro&OMn vivotrc 

mmtizx Qm&itLtzmKtt-rzvimMt Lxmm*sifcx*$>z>zt&wbfrt%^tzo 

ytosis. TWi^-, «I&if©^lJ:*irt4j&*#Ji: fCit^tabSifc^lftSn 

'S o 

[0 0 3 7 ] 

[HI 1 ] SCF#MK J: &c-Kit*^--t?<7>'J ^Sft-fktC^f MY&m 1 <7)f^# 

[H2] * - K^"7^tC^filL7^H562JB0liMt"^1-'5)'ft^-t» 1 Of£§ 

[H3] %- K-7-7^^^filL^:H562®*ii58<7)c-Kit'J >BMfcK*t ■f&it'&ty} 1 O 
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1/E 



mm 

i] 
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1500 



CO; 



E 

E 1000 



500 




1 



0 0.1 0.3 1 



10 30 100 nM 
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Control 
1 mg/kg 
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10 mg/kg 
30 mg/kg 
100 mg/kg 




10 15 



20 



25 



[03] 

l J>Mit c-kit 



^».:.-s3<«Vl^j-:^:--.':I-. ": 



c-kit 



B 



30 100 
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mm 

IMfc^m -^IHfB«0<t^t/^V^c-Kit4r^-Hf|a^S1±^^L, in vitroS 
<^in vivo^c-Kit^^--tr75 ? fS14^t7t:^iB)iaoiiM^WtlJ-r^ ^ ttf&mZtlfZo c-Ki 
t * - -tr £ ^i"ff tz ta \ivm\ H. ffi $ fi tz o 
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